
133 

Food and Drug Administration, HHS § 211.160 

specifications as demonstrated by sta-
bility studies during their use in clin-
ical investigations. Where new drug 
products for investigational use are to 
be reconstituted at the time of dis-
pensing, their labeling shall bear expi-
ration information for the reconsti-
tuted drug product. 

(h) Pending consideration of a pro-
posed exemption, published in the FED-
ERAL REGISTER of September 29, 1978, 
the requirements in this section shall 
not be enforced for human OTC drug 
products if their labeling does not bear 
dosage limitations and they are stable 
for at least 3 years as supported by ap-
propriate stability data. 

[43 FR 45077, Sept. 29, 1978, as amended at 46 
FR 56412, Nov. 17, 1981; 60 FR 4091, Jan. 20, 
1995] 

Subpart H—Holding and 
Distribution 

§ 211.142 Warehousing procedures. 
Written procedures describing the 

warehousing of drug products shall be 
established and followed. They shall in-
clude: 

(a) Quarantine of drug products be-
fore release by the quality control 
unit. 

(b) Storage of drug products under 
appropriate conditions of temperature, 
humidity, and light so that the iden-
tity, strength, quality, and purity of 
the drug products are not affected. 

§ 211.150 Distribution procedures. 
Written procedures shall be estab-

lished, and followed, describing the dis-
tribution of drug products. They shall 
include: 

(a) A procedure whereby the oldest 
approved stock of a drug product is dis-
tributed first. Deviation from this re-
quirement is permitted if such devi-
ation is temporary and appropriate. 

(b) A system by which the distribu-
tion of each lot of drug product can be 
readily determined to facilitate its re-
call if necessary. 

Subpart I—Laboratory Controls 

§ 211.160 General requirements. 
(a) The establishment of any speci-

fications, standards, sampling plans, 

test procedures, or other laboratory 
control mechanisms required by this 
subpart, including any change in such 
specifications, standards, sampling 
plans, test procedures, or other labora-
tory control mechanisms, shall be 
drafted by the appropriate organiza-
tional unit and reviewed and approved 
by the quality control unit. The re-
quirements in this subpart shall be fol-
lowed and shall be documented at the 
time of performance. Any deviation 
from the written specifications, stand-
ards, sampling plans, test procedures, 
or other laboratory control mecha-
nisms shall be recorded and justified. 

(b) Laboratory controls shall include 
the establishment of scientifically 
sound and appropriate specifications, 
standards, sampling plans, and test 
procedures designed to assure that 
components, drug product containers, 
closures, in-process materials, labeling, 
and drug products conform to appro-
priate standards of identity, strength, 
quality, and purity. Laboratory con-
trols shall include: 

(1) Determination of conformance to 
appropriate written specifications for 
the acceptance of each lot within each 
shipment of components, drug product 
containers, closures, and labeling used 
in the manufacture, processing, pack-
ing, or holding of drug products. The 
specifications shall include a descrip-
tion of the sampling and testing proce-
dures used. Samples shall be represent-
ative and adequately identified. Such 
procedures shall also require appro-
priate retesting of any component, 
drug product container, or closure that 
is subject to deterioration. 

(2) Determination of conformance to 
written specifications and a descrip-
tion of sampling and testing procedures 
for in-process materials. Such samples 
shall be representative and properly 
identified. 

(3) Determination of conformance to 
written descriptions of sampling proce-
dures and appropriate specifications 
for drug products. Such samples shall 
be representative and properly identi-
fied. 

(4) The calibration of instruments, 
apparatus, gauges, and recording de-
vices at suitable intervals in accord-
ance with an established written pro-
gram containing specific directions, 
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schedules, limits for accuracy and pre-
cision, and provisions for remedial ac-
tion in the event accuracy and/or preci-
sion limits are not met. Instruments, 
apparatus, gauges, and recording de-
vices not meeting established specifica-
tions shall not be used. 

§ 211.165 Testing and release for dis-
tribution. 

(a) For each batch of drug product, 
there shall be appropriate laboratory 
determination of satisfactory conform-
ance to final specifications for the drug 
product, including the identity and 
strength of each active ingredient, 
prior to release. Where sterility and/or 
pyrogen testing are conducted on spe-
cific batches of shortlived radio-
pharmaceuticals, such batches may be 
released prior to completion of ste-
rility and/or pyrogen testing, provided 
such testing is completed as soon as 
possible. 

(b) There shall be appropriate labora-
tory testing, as necessary, of each 
batch of drug product required to be 
free of objectionable microorganisms. 

(c) Any sampling and testing plans 
shall be described in written proce-
dures that shall include the method of 
sampling and the number of units per 
batch to be tested; such written proce-
dure shall be followed. 

(d) Acceptance criteria for the sam-
pling and testing conducted by the 
quality control unit shall be adequate 
to assure that batches of drug products 
meet each appropriate specification 
and appropriate statistical quality con-
trol criteria as a condition for their ap-
proval and release. The statistical 
quality control criteria shall include 
appropriate acceptance levels and/or 
appropriate rejection levels. 

(e) The accuracy, sensitivity, speci-
ficity, and reproducibility of test 
methods employed by the firm shall be 
established and documented. Such vali-
dation and documentation may be ac-
complished in accordance with 
§ 211.194(a)(2). 

(f) Drug products failing to meet es-
tablished standards or specifications 
and any other relevant quality control 
criteria shall be rejected. Reprocessing 
may be performed. Prior to acceptance 
and use, reprocessed material must 

meet appropriate standards, specifica-
tions, and any other relevant critieria. 

§ 211.166 Stability testing. 

(a) There shall be a written testing 
program designed to assess the sta-
bility characteristics of drug products. 
The results of such stability testing 
shall be used in determining appro-
priate storage conditions and expira-
tion dates. The written program shall 
be followed and shall include: 

(1) Sample size and test intervals 
based on statistical criteria for each 
attribute examined to assure valid esti-
mates of stability; 

(2) Storage conditions for samples re-
tained for testing; 

(3) Reliable, meaningful, and specific 
test methods; 

(4) Testing of the drug product in the 
same container-closure system as that 
in which the drug product is marketed; 

(5) Testing of drug products for re-
constitution at the time of dispensing 
(as directed in the labeling) as well as 
after they are reconstituted. 

(b) An adequate number of batches of 
each drug product shall be tested to de-
termine an appropriate expiration date 
and a record of such data shall be 
maintained. Accelerated studies, com-
bined with basic stability information 
on the components, drug products, and 
container-closure system, may be used 
to support tentative expiration dates 
provided full shelf life studies are not 
available and are being conducted. 
Where data from accelerated studies 
are used to project a tentative expira-
tion date that is beyond a date sup-
ported by actual shelf life studies, 
there must be stability studies con-
ducted, including drug product testing 
at appropriate intervals, until the ten-
tative expiration date is verified or the 
appropriate expiration date deter-
mined. 

(c) For homeopathic drug products, 
the requirements of this section are as 
follows: 

(1) There shall be a written assess-
ment of stability based at least on test-
ing or examination of the drug product 
for compatibility of the ingredients, 
and based on marketing experience 
with the drug product to indicate that 
there is no degradation of the product 
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